• 



PARS 



r 



34a 



31 



32 



NO US TOLERANCE 



ASSUMPTIONS: 
AMERICANS DO NOT 
CONSUME LIVER /KIDNEY 
IF THEY CONSUME 
MUSCLE. 

EDIBLE TISSUE SELEQION: 
SELEQ EDIBLE TISSUE 
WITH LONGEST RESIDUE 
DEPLETION TIME AND 
IT'S SPECIES SPECIFIC. 



33 



31a 



OBTAIN ADI 



F 



34b 



ADJUSl 


fTOADU 


WITHAPF 


'ROPRIATE 


SAFETY FACTORS 



FROM FDA OR OTHER 
US REGULATORY 
AGENCIES 
EPA,ATSDR 



31b 



OBTAIN ADIus 



POSITION ADI us 



35 



35b 



35a 



SUBTRACT 
BOUND RESIDUES 



33a 



• 100% ADI MUSCLE (eg. FISH, RABBITS ) 
•100% ADI LONGEST DEPLETION TISSUE 

• 50% EDIBLE TISSUE + 1 00% MILK OR EGGS 
•100% MILK OR EGGS 



TOTAL ADI 



.ADI = 

NUMBER OF TISSUES AND MILK / EGGS 

' 50 - 80% EDIBLE TISSUE + 50% MILK OR 20% EGGS 



QLCUUTE 
PARS AS FOR 

US SAFE 
CONCENTRATION 

ie. TARGET 
TISSUE BASED 



ADI EDIBLE TISSUE 


ADIeggs 


ADI MILK 


TISSUE CONSUMPTION 
MUSCLE = 0.3 kg 
LIVER = 0.1 kg 
KIDNEY = 0.05 kg 
FAT = 0.05 kg 


0.1 kg 


1.5 kg 



PARS 
TARGET TISSUE 





PARS 
EGGS 




PA 
Ml 


RS 
LK 




WDI 
ESTIMATES 









37 



PARStissue X CONSUMPTION = total ADI us 



r 



38 



IF GREATER THAN ADI us 
eg. 100% ADI MILK + 50% TISSUE 



39 



POTENTIAL 
HEALTH RISK 



FIG. 3. 



APPROVED 
BY 

OrtAFTSMAN 



ROUTINE 
EAU" 


























r 



II 

LLJ 

I 



b3 



to 

CD 



CD 




""1 



t 



WITHDRAWAL INTERVAL ESTIMATOR - A 



6a 



ASSUME HLM = 5 



USETol. IF LABEL IN U.S. 
USE MRL IF LABEL IS FOREIGN 



USEMIFLABELINU.S. 

USE PAT IF NOT APPROVED IN U.S. 



To!. 



ADJUSTED DOSE 






ERH= - 


WDT 


HLM 



-0.693 xHLM 



EW DOSE 
^ ~ LW DOSE 



61a 



63a 



64a 



6Sa 



66a 



WDI = ERHxLn{C*VPAT)xl.44 



f/G. 6A 



WITHDRAWAL INTERVAL ESTIMATOR - B 



6b 



ASSUME ETH = ERH 



USEToL IFUBELIN U.S. 
USE MRL IF LABEL IS FOREIGN 



ADJUST C* FOR EHRAIABEL DOSE 



USETol. IFUBELIN U.S. 

USE PAT IF NOT APPROVED IN U.S. 



ADJUSTED DOSE 



61b 



OBTAIN Ct AND ETH FROM 
KINETIC /REGULATORY DATA 



OBTAIN WDT FROM UBELDATA 



62 



HLM = 



WDT 



ETH 



63b 



Tol. 



-0.693 xHLM 



64b 



EW DOSE 
" LW DOSE 



65b 



66b 



WDI = ERHxLn(CVPAT)xl.44 



FIG. 6B. 



APPROVED 


O.G. • 


BY 


ci./,^.. u'.ia:,?. 







• 



6c 



WITHDRAWAL INTERVAL MODIFIER - C 

61c 



ADJUSTED DOSE 



671 



INTERSPECIES 
EXTRAPOLATIONS 



672 



OBTAIN ALLOMETRIC 
EQUATION FOR HLIVES 
FROM ALLOMETRY MODULE 



673- 



ADJUSTERH BY 
ALLOMETRIC COEFFICIENTS 



674 




675- 



DISEASE? 
NO 



YES 



SUBROUTINES A ORB 



661 



DISEASE/ PHYSIOLOGY 
MODULATION 






R_HLIFE = 


E.HLIFE - 
LJLIFE 



662 



R HLIFE<1 




^IF?V^ 



-663 
R HLIFE>1 



cF=i n 

664b 



664a 



CF = R HLIFE 



665 



ERH( CORRECTED ) = ERHXCF 

ASSUME HLIFE CHANGES 
REFLEa50%VdAND50%CL 



666 



USEERHICORREQEDIIN 
WDI EQUATION IN 
SUBROUTINES A ORB 



F/G. 6C 



WITHDRAWAL INTERVAL ESTIMATOR - D 




r 



6010 



61d 



ADJUSTED DOSE 



USE STOCHASTIC 
MODEL IF KINETICS 
ARE NONLINEAR OR 
MULTICOMPARTMENTAL 




ADJUST FOR DISEASE MODIFICATIONS 



601 



COMPLETE PHARMACOKINETIC 
MODEL 



SIMULTANEOUSLY FIT MODEL 
USING PARAMETRIC POPUUTION 
PK PROGRAM BY DEFINING ETH 
IN TERMS OF VARIANCE STRUaURE 



WDI = 1.44Ln 



C* 



ToL OR PATS 



ERH 



r 



602 



-603 



FIG. 6D. 



APPfiovai j 
QY 



t 



100 



.C,=216/ 



-1.24 




TIME (DAYS) 
POWER FUNQIGN ANALYSIS 



FIG. 6E 



